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(57) Abstract

Acylamino-substituted acylanilide
derivatives representcd by general formula (I)
or salts thereof, and a pharmaceutical
composition comprising the same. They have
an antiandrogenic activity and are useful as a
prophylactic or therapeutic agent for prostatic
cancer, prostatic hypertrophy, defemination,
hypertrichosis, bald head, acne, seborrhea and R
the like in which androgen is involved as an
cxacerbating factor.
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Ref.Ex DATA
1-1 NMR: 6 :0.77(3H,t,J=7.3Hz),1.40-1.66(2H,m),3.40-3.64(1H,m),3.68(3H,s), 7.28-7.47
(2H,m),7.77-7.92(2H,m),8.15(1H,d,J=8.8HZz) :
1-2 NMR(CDCI,, TMS internal standard) v
6 :1,68(6H,s),3.79(3H,s),6.77(1H,br),7.00-7.19(2H,m),7.71-7.87(2H,m)
1-3 NMR(CDCI,;, TMS internal standard)
6 :1.65(6H,s),3.62(3H,s),4.00(3H,s),6.95-7.45(3H,m),8.20-8.49(2H,m)
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Ref.Ex DATA
1-4 NMR: 6 :1.46(6H,s),3.58(3H,s),7.90-8.03(4H,m),8.72(1H,s)
1-5 NMR: & :1.48(6H,s),3.60(3H,s),7.73-8.10(4H,m),8.85(1H,s)
1-6 NMR(CDCI,;, TMS internal standard)
5 :1.39(6H,s),3.58(3H,s),5.43(1H,s),7.08-7.16(2H,m),7.85-8.85(2H,m)
1-7 NMR(CDCI,, TMS internal standard)
5 :1.48(6H,s),3.71(3H,s),5.63(1H,br),8.02-8.12(2H,m),8.31-8.40(2H,m)
1-8 NMR(CDCI, TMS internal standard)
5 :1.44(6H,s),3.66(3H,s),3.86(3H,s),5.27 (1H,br),6.90-7.00(2H,m),7.56-7.86 (2H,m)
1-9 NMR(CDCI,, TMS internal standard)

5 :2.55-2.64(2H,m),3.12-3.34(2H,m),3.69(3H,s),7.18-7.31(3H,m),7.81-7.85 (2H,m)

1-10 NMR(CDCI,;, TMS internal standard)
6 :1.19(3H,d,J=6.8Hz),2.53(2H,d,J=5.5HZ),3.62-3.90(4H,m),5.37-5.45(1H,m}, 7.11-
7.21(2H,m),7.79-7.95(2H,m)

1-11 NMR: 6 :1.15-1.32(4H,m),3.31(3H,s),7.32-7.52(2H,m),7.73-7.89(2H,m), 8.78(1H,s)

(2H,m),9.08(1H,br

(

112 | NMR: 6 :1.07-1.28(2H,m),1.35-1.55(2H,m),3.60(3H,s),7.20-7.40(2H,m),7.85-8.01
)
(

1-13 NMR: 0 :1.40-1.57(4H m),1.80-2.02(4H,m),3.45(3H,s),7.31-7.51(2H,m),7.40-7.90
(2H,m),8.25(1H.,s)

1-14 NMR: & :1.55-2.25(8H,m),3.58(3H,s),7.19-7.39(2H,m),7.85-8.01(2H,m), 8.66(1H,s)

1-15 NMR: & :1.15-1.40(6H,m),1.65-1.88(4H,m),3.39(3H,s),7.30-7.51(2H,m),7.74-7.90
(2H,m),8.08(1H,s)

1-16 NMR: 6 :1.38-2.30(10H,m),3.58(3H,s),7.18-7.39(2H,m),7.83-7.98(2H,m), 8.38(1H,s)

1-17 | NMR: 6 :1.97-2.10(4H,m),3.58-3.76(7H,m),7.27-7.35(2H,m),7.90-7.98(2H,m),
8.64(1H,br)

1-18 NMR(CDCI,, TMS internal standard)
0:1.29(3H,t,J=7.5Hz),1.30(6H,s),1.54(6H,s),4.21(2H,q,J=7.5Hz),7.10(2H,t,J=8.6HZz),
7.71(1H,br),7.81(2H,dd, J=5.4,8.6Hz )

2-1 NMR: 6 :0.77(3H,t,J=7.3Hz),1.40-1.66(2H,m),3.42-3.66(1H,m},7.29-7.49 (2H,m),
7.77-7.92(2H,m),8.15(1H,d,J=8.8Hz)

2-2 NMR(CDCI,, TMS internal standard)
6 :1.39(3H,d,J=7.3Hz),2.84(3H,s),4.65-4.89(1H,m),7.07-7.27(2H,m),7.76-7.92
(2H,m)

2-3 NMR(CDCI,, TMS internal standard)
6 :1.68(6H,s),7.00-7.33(3H,m),7.73-7.89(2H,m)

2-4 NMR(CDCI,, TMS internal standard)
0 :1.69(6H,s),4.01(3H,8),6.95-7.52(3H,m),8.20-8.51(2H,m)

2-5 NMR: 6 :1.46(6H,s),7.92-8.05(4H,m),8.70(1H,s),12.25(1H,br)

2-6 NMR: 6 :1.48(6H,s),7.79-8.11(4H,m),8.87(1H,s),12.23(1H,br)

2-7 0 :1.68(6H,s),5.05(1H,s),7.05-7.14(2H,m),7.66-7.77(2H,m)

2-8 NMR(CDCI,;, TMS internal standard)
6 :1.53(6H,s),5.44(1H,s),8.03-8.12(2H,m),8.31-8.41(2H,m)

2-9 NMR(CDCI,, TMS internal standard)

5 :1.43(6H,s),3.74(3H,s),5.30(1H,br),6.89-7.01 (2H,m),7.57-7.80(2H,m)

2-10 NMR(CDCI, TMS internal standard)
6 :1.76(6H,s),4.74(2H,br),6.95(2H,dd,J=1.8Hz,7.7Hz),7.08(2H,t,0=8.7Hz),7.24-7.35
(3H,m),7.78-7.84(2H,m)

2-11 NMR(CDCIl,, TMS internal standard)
6 :2.58-2.69(2H,m),3.12-3.33(2H,m),7.20-7.29(3H,m),7.81-7.87(2H,m)

2-12 NMR{CDCI,, TMS internal standard)
8 11.19(3H,d,J=6.8Hz),2.53(2H,d,J=5.5Hz),3.59-3.88(1H,m),5.37-5.46 (1H,m), 7.09-
7.27(2H,m),7.83-7.99(2H,m)
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Ref.Ex DATA

2-13 NMR: 8 :1.10-1.42(4H,m),7.32-7.52(2H,m),7.73-7.89(2H,m),8.61(1H,s), 12.28(1H,br)

2-14 NMR: 6 :1.01-1.20(2H,m),1.27-1.49(2H,m),7.15-7.45(2H,m),7.85-8.08(2H,m),
8.98(1H,br), 12.37(1H,br)

2-15 NMR: 6 :1.20-2.05(8H,m),7.29-7.50(2H,m),7.75-7.90(2H,m),8.05(1H,s), 12.42(1H,br)

2-16 NMR: & :1.55-2.25(8H,m),7.18-7.40(2H,m),7.84-8.01(2H,m),8.51(1H,s), 12.12(1H,br)

2-17 NMR: § :0.95-1.95(10H,m),7.27-7.50(2H,m),7.81-7.92(3H,m),12.38(1H ,br)

2-18 NMR: & :1.25-2.35(10H,m),7.15-7.42(2H,m),7.80-8.00(2H,m),8.24(1H,s)

2-19 NMR: & :1.90-2.12(4H,m),3.57-3.77(4H,m),7.27-7.35(2H,m),7.90-7.98(2H,m), 8.52
(1H,br),12.37(1H,br)

| 2-20 NMR(CDCI,, TMS internal standard)
5 :1.33(6H,s),1.58(6H,s),7.07(2H,t,J=8.6Hz),7.40(1H,br),7.81(2H,dd, J=5.1,8.6Hz)

3 NMR(CDCI,, TMS internal standard)

o :1.38(3H,d,J=7.3Hz),2.84(3H,s),3.56(3H,s),4.65-4.89(1H,m),7.08-7.29 (2H,m),
7.76-7.91(2H,m)

4-1 NMR(CDCI,, TMS internal standard)
6:1.47(3H,d,J=7.0Hz),4.32-4.48(1H,m),5.17(2H,s),5.25(1H,d,J=7.0Hz),7.35 (5H,s),
7.75-7.77{2H,m),7.92(1H,br),9.06(1H,br)

4-2 NMR: & :1.41(6H,s),5.01(2H,s),7.28-7.35(5H,m),7.69(1H,s), 8.07(1H,d,
J=8.8Hz),8.20(1H,d,J=8.8HZ),8.33(1H,s),10.34(1H,s)

4-3 NMR: ¢ :3.27(3H,s),3.34-3.64(2H,m)},4.35-4.46(1H,m),5.00-5.10(2H,m),7.30-
7.39(5H,m),7.76-7.82(1H,m),8.01-8.14(2H,m),8.28-8.32(1H,m),10.91(1H,br)

4-4 NMR: 6 :1.19(6H,s),3.27-3.32(2H,m),4.98(2H,s),7.25-7.38(6H,m),8.03-8.17(2H,m),
8.30-8.35(1H,m)

4-5 NMR: 6 :0.85-0.95(6H,m),1.99-2.09(1H,m),3.99(1H,t,J=7.8HZ2),4.47-4.51 (2H,m),5.16-
5.22(1H,m),5.27-5.35(1H,m),5.86-5.97(1H,m),7.64(1H,d,
J=7.8H2z),7.99(1H,dd,J=1.4,6.3Hz),8.07(1H,d,J=6.3Hz),8.31(1H,d,J=1.4Hz),10.86 (1 H
br)

4-6 NMR: & :1.60-2.90(6H,m),5.02(2H,s),7.10-7.50(5H,m),7.95-8.40 (4H,m), 10.24(1H,br)

5 NMR(CDCI,;, TMS internal standard)

8 :11.57(6H,s),56.10(2H,s),5.50(1H,br),7.34(5H,s),10.42(1H,br)

6 NMR(CDCI,;, TMS internal standard)

0 :7.28(1H,d,J=7.8Hz),7.87(1H,dd,J=1.5,7.8Hz),8.46(1H,d,J=1.5Hz)

7 NMR(CDCI,, TMS internal standard)

6 :2.93(3H,d,J=5.2Hz),4.68(1H,br),6.68(1H,dd,J=2.4,8.6Hz),6.84(1H,d,J=2.4Hz),7.41
(1H,d,J=8.6Hz)

8 NMR(CDCI,, TMS internal standard)

6 :1.26(3H,t,J=7.3Hz),1.30(6H,s),4.18(2H,q,J=7.3Hz) 4. 72(2H s},6.04(1H,s),7.25-
7.36(5H,m)

9 NMR(CDCI;, TMS internal standard)

5 :1.29(3H,t,J=7.0Hz),1.72(6H,s),4.24(2H,q,J=7.0Hz),4.66(2H,br),6.95(2H,d,J=7.7Hz
),7.07(2H,1,J=8.7Hz),7.26-7.34(3H,m),7.73-7.77(2H,m)

10-1 mp: 79-80°C

10-2 mp: 116-117°C(AcOEt-Hex)

10-3 mp: 234-238°C {EtOH-(Et),0)

11-1 NMR: ¢ :1.32(6H,s),5.34(2H,br}),8.06(1H,d,J=8.4Hz),8.21(1H,dd, J=2.1,8.4Hz),8.44
(1H,d,J=2.1Hz)

11-2 NMR: ¢ :1.99(3H,s),3.67(1H,t,J=5.5Hz),4.18 (2H,d,J=5.5Hz) 5.05(2H,br), 7.95-8.20
(2H,m), 8.30-8.45(1H,m)

12-1 NMR: ¢ :3.26(3H,s),3.32-3.62(3H,m),4.97(2H,br),8.07-8.15(2H,m),8.38-8.41 (1H,m)

12-2 NMR: ¢:1.55-2.70(6H,m),5.31(3H,br),8.00-8.55(3H,m)

12-3 NMR: 6 :1.14(6H,s),2.75(2H,s),3.31 (1H,br), 5.34(2H,br),7.96-8.10(2H,m),8.27-8.30
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Ref.Ex DATA

(1H,m}

13 NMR(CDCI,, TMS internal standard): 6 :0.86(3H,d,J=6.6Hz), 1.07(3H,d,
J=7.0Hz),2.41-2.53(1H,m),3.43(1H,d,J=3.3H2),7.73(1H,d,J=8.8H2),7.94
(1H,dd,J=2.2,8.8Hz), 8.21(1H.,d,J=2.2HZ),10.18(1H,br)

14 NMR: 6 :1.51(1.5H,s),1.53(1.5H,s),1.86-2.04(3H,m),2.13-2.23(1H,m),3.51-3.62
(1H,m),3.67-3.80(1H,m),4.88(0.5H,d,J=12.6Hz),5.07(1H,s),5.13 (0.5H.d, J=12.6H2),
7.02-7.18(2.5H,m),7.27-7.40(2.5H,m),8.03-8.30(3H,m), 10.01(1H,s)

15-1 NMR: 6 :1.30-2.50(9H, m), 3.10-3.50(1H, m), 7.21-7.36(2H, m), 7.87-8.40(2H, m),
8.14-8.28(1H, m), 12.24(1H, br)

15-2 NMR(CDCl,, TMS internal standard): ¢ : 3.46-6.60(1H, m), 4.30-4.60(4H, m), 7.06-
7.18(2H, m), 7.61-7.70(2H, m)

FEhtu s 1

— (A= T )3 —FIT I FaAF T L) — 2 — [ (AF VAL L) TR )70
AN SN

HBEMIO— 1 CERLI2—T I/ —N—(4—7T /=3~ N7 da AT 7 x=)l)

TR T IR250meRE /AR L AEmITEREL, OKIm T, R T LT 110mg, AY
ZOLAR= AR 120meh Nz, TS FIRE T, SR CIREMIEEL /-, iz 7
oL A50mITAYIE, INHEEESOmI, fafn@fi/K50mlTHEdL, MKz~ 7
Y NCHEIRE LT ST RIS IEA B 27z, Pl A ik - L D R S L, MRS
DOFBILEW 1L 1AmgZ 57,
FHE G L ERZL CHEIFIZ — 162G L.
FEhtif 17

— (4= 7 ) —3—RIAFRAF N T =)L) —2—{ [ (A—TF T =)L) AR
=SANT IV T FATIR

—(4—TNF T 2 )V AJVIRZIVT R ) T A E500mga TR T T 5mlil
iz, KT, XUl R470mga i T L2, fRELEON, N— I AF /LR LT
IREINZ, [EHEAE TR L 7=, BUE N2 E L L21%, ThoeRur720ml
NZ EEEELU. SO BELN, N AF LR/ LT IF5mIUTEREL, Kin T,
4—T32)—2—NTAFaAF LS = L5 80meH b BT O A T2 1%, =i TRy
RITB R 7=, RS AR L50mI AL 721, 1NIREE50m], fufn s E /K50ml,

AR AKEOmMITEIENIEL, MKITEE~ 7 720 LCRAE L 7. UE T2 B 2
Lizt%, BREAE S IN TN NT LI 57 0= 2L, BEBETF L — ~% Y0 (17:3) I
-25-



WO 98/22432 PCT/IP97/04174

H 0 LS B 15, OO AR T LD SRR AR L, HEERE SO K BEIE G

S81mgar g/~
FEHuE) 17 EERRCL TGI8 — 218 AL .
Eh 22

N—(4—37 /=3—R 7 NAarF N re=1) =2 {[{(4—=7 AT z2/b) AR
=V TRy TN T AT IR

N—(4—3F /)—3—R7ZNFAAF T o)) —2—{[ (4—T/FaT c=/L) A/LIR
=TIV TR T IR600meAE L 1OmINZEEEL , Lawessonal3E290megZ il
Zole, TS RIAT, 3 H MANAGR L /2%, SOGIE S ETREIL, B
AR T, RIS LI DT NNT L7~ N T 7 —Zh L, Wl =T L — St
(4: 1) FE R LS Ao O MR AR 2 IERE = T L0 B RS AR L, G i 0O S8
L& 339 megi -,

Fhita 1] 1 & RIS CERMAIZS, 247572,
FEhe 25

N—{l—[4—37/)—3—R N TNLFVIRAF )T 2 L) IV IREA ] — 1 — AF L
Ly —A4— TG R RTIR

2— (A4—NF AT R ) =2 — AT LT oA EE00mgh P/ an AS L 30ml
WCEERL, KA T, N7 = LR AT 029833 my, N— 7 E A7 AIR633mga MEvk
DB OIMNE 1%, AT FEBMAT, R 2RI L, FiZ4—T L/ —2—
TNAAERAF LA = R8T 2me kb YO N A, SR CIRERIB IR L /o U T
R BRI T, B IN AN IT LY~ N 5T DAL, Bl L — 2t
(17:3) I BRI VARG SR 2 15 o ZOMM 2 BEE —F LSS L, AR OR
L& 156merEi-,

FEHEB25 L RERIZL TEMPI26 — 332G LT,

FEHEB] L L [RERIC L TEIEHI34—64%2 G 7.
HKliw 65

N—{1—[4—>F /)—3—RNITZAABAF LT =LY AN FA )] —1—AF/LxF
WY —=2—F SN AT IR

(1) ZHXATINEES. OgDOor7uu A7 R 80OmMIT, K\ T, NJ=F /78, 27ml

- 26 -



WO 98/22432 PCT/JP97/04174

KO aa T F L6, 3TmlA IR LR L 714, SEiR I IZ6REERTREEL 7= T
TR L P — S IR A VAL DN BT HA L T A R L T
BT, 22— 7 Y AE MK 65 8me et T
(2)BEHLO—2THRLIZ2 =T/ —N— 4=+ 7/ —=3— N7FnAF L7 x=il)
72—7‘?‘/1/7”;3»{‘/‘7i]<‘2()()111g(/)°)7DEZX?\/Y?(;SW)‘Z],()mI(C_[;;éaz_:/7/%\1‘%‘?}(5&4%
AHB23me N, L TORFRIIRL 7. SOSHR - fl e A P L 2k,
WERS = 5 L (= O U7, AR A BRI~ 2 K 7 I EOREHR L, T T,
HEL - RIEEZ VDT NNT LA~ N7 40— (CORRIL, Bl L — o~
(1:1) 7 HER SRS d 215 =, T OGS ST A/ — b — Wil =T LR G B LY B
L, FL OB 190meE .
Ehu 66

N—(@—v7 /)—3—R7NLAaAF LT o=l) —2—[2— 4—TNFrTe=/)T
TF AT ] 2= AF AT R T IR

(1) 4 — 7 AT e = LN 102meed 57\ AR VRS mIT, AT, AWy
PUR0. 057ml L ORI S ON, N —30 AF LA/ T IR Z NN 7, S TR R L 72
%, BT T, LR L T, 4~ T T e s LT T Ly R R

(2) BEF(0—2CEAPLT-2— T2 ) —N— (4— L F ) =3 — T LA arAF LT o=
) =2 AT LT T IR 1 E0mg) Y 7 aa A RIS mIZE UL 2mlE N2 7214,
KT Eidd — oA 7 =T EF A ralRorran iy gk bmlza iz, i T,
SIEFRB L - 1%, 2R C1. BRI 1=, SRS IA IR T LA A, ~ A i
K, eV C, BN K O R, MK~ 7 LT LTCHEE A TR, BT T,
VIR R SR L CHLS S T8 e, SO BRI T 5 A0 PR L, R (L 4498 me
Tz
Ehfle7

N—{1—[(A—=3T/—=3—hNTNFarAF NT e L) FINIRFEA L] — 1 — AF Lo
O EREF R AT IR

ElEplaaThm L2 — ({1 — [ (4—=37T /—=3— R AaAF L7 e L) ) s 3F
AN] =1 —ATF N F IV TN INEAN) T = VT 27— R 50mg4 AY /— b 1 mIUIiE

FRL, TN TR BOKESIES mIA A =1, SR CLRRIBRRL 72, WUF FioAs )

-27 -



WO 98/22432 PCT/IP97/04174

— LR B ST, INBREEE N A D 2SS SRS S a 157, ZOMLRE LA iR =L &
A OIRAEINC LV E RS L, RE(LEW102meataiz.
FEhufl68

N—{1—[(4—>7/—3—RNTZNFaAF L =) IR A0 ] —1 —AF /LT
Lt -8 — LTI IRA RN

(1) 88— UL IR AE230mg P 7 VT AX R mIUT, KT, A ral
KO, 114mlf O BN, N — S AF /L W7 IR EZ, K& T, 3001 7=,
WL T, 2 IR asli L, 8 =X /U LR = 7 m Nt 245972

() BEFHH1O0—2TERLTIZ2 =T/ —N— A4~ 7 /=37 NAnAF /L7 =
L) — 2 — AF LT T T IR300mgdd 7 an AN ARSI, Kim R, EREE8—F% Y
AR SRR 0O m v AL B I B O sm L R0 364mIE NI,
SRR C2MRRBIEL /- RIS ICEE = L2 %, v fafi B K, e T, KT
Wi th, WoKIRIE~ 27 %7 L CATHE B A v L, LT, WIE S B U7tk e
IR N FIT I 7 W T T 4=\, BEEE T L — Tt (1 1) B ER IO ALRS bl 2 15
Tmo ZOMAS R AT T F A e AT Y U EOREEE IV B Em L, BEESW155megZ
7=,

E R 68 & MBEZL TEMFIGO —78% AL /=
FEhE 179

N—{1—[A4—=>7T /) —3—FZAFaAF N T =)L) L FA /L] —1 — AF LT
Lt — A=Y AR

AV =aF B0, 15gEPP7un i 10mIDIREWIC, KIET, N—eRaXi 8y
TV 0. 18g, 1 — (3= AF LTI /7 ae ) —3—F R UAINEREIRO. 2
bgFAR M Z 7= B C, 2RERIPL /2%, 2— T/ —N—U— 7T /=3 R7lA
TAF LT 2= V) — 2 — AF LT T 7 IR0, 30ga N, =i COREE], HiZ7 el
75 5ml A AR COSIERERERE L 7o, RO RIZEATnE KA INA, BEfR= T /L CHi
L, SRR AL - R SRR TR L 721%, IoKRiEE <7 320 DT L7z, 8 T
TR A BE L, S-S S A T T F L b U DI A E I iR L, 8
&0, 2685157,

FEHEF|7 9L FARIZL TEIBFISO—87E G LT~

_28 -



WO 98/22432 ' PCT/IP97/04174

Fu 88

2—[(A—> T/ —3—RITZNATAF LT 2 L) TN oNEA L] —2— (2T /A s
CATIR) T Tk

(1)3—=FFhEs —2 AT HNR=NT 7 a3, 9ga N, N—IAF

AT ERFIR30mUTEEL, —20CITEEUI-#%, T4 =12 alR1, imlEH FL/-.
T BPEF, O°CT LRI /215, 4— T3/ — 3— N7 L4 2F ey =)

V9. G/ b2, FHEAS T2RF R L 7o SO HElE =57 L C A IR, B fn

T ACTEEA L 7=, BT, O, INUERE, Sufndfib ) FUw Aok EE T oEg L 7o 1%, BEokhipz
R INTHEIR U T, W TS A B, e a5

(2) o HESAEE /a2 100mUTERL, KIS T, YAFALANLT 4R 10ml,
= uAbRr E T L — T L EHASMIENER N 7, SR T AR R TR T SO

AN AN Z, WRE T L TR L 7=, BTN (L0 R LK T L 7. 6
AR~ 7 R TR L 7= 14, JUE TR B 8 5L, RS fh 2 197

(3) BN HESE Y raa Ay 1 5mUTIERL, KB T, 2— 7 ey A urm
UR0O. 56ml, FmF LT 200, 66mlElEZ, il T2 RIS L /o, SUSHRIZALFN
T AR A, WilE o THIH U 724%, 0. LN, otk D SoK e Cotd L
7o MRS ~ 2 RS NCHEBRL 7212, BUE T Ea i £, sk 21572 5oz
RS A W T L LA ORGSR S R L L, RS, 25g2 15T
FEhu 89

N—{1—[(4—>T7 /=37 FaAF LT =) A RFA L] —2—ERRX T
FN) 2T NFER AT IR

Q—[(4—7 ) —3—RN) VA RAF LT 2 =)L) DR EA L] —2— (2— 7 A
:/7:‘7\:%“)_1%/? 7T —h0. 50g& AH /— /A EmUTEREL, KT, SaFn R U L
KR 2mIZ A, RIEC 1R, ISR T 1 RS L /- BUSIRIZINERRZ X
pH2r L, I U7-fs b B 7=, SO e AT L 2%, MR = /L — -~
FhnbHRERL, RELLEWO. 26051572,

Fhu 90

3

N—{1—[(4—F7/)—3—RNT7AFarAF LT =)L) HILNEA )] —1—AF /LT
NV} —a4— ARF L R XTI

-29 .



WO 98/22432 PCT/JP97/04174

0TI ) N—(A4—2T /) —3—R T IFaAF /LT e /L) — 2 —AF )7 a7 R4
30meE T RIUR 7 I emUTEEL, K 1, P=F 7260 u !, 4— AR
VA L7 aUR310me A NEYINZ, AKIG FCA00 TP L /=1, JKEMA Tz, BIZEERTH

IVTBERL 715, WUE FICESEA S KL, R A EERE = /L 30ml& INJENE AR A HE &2 o0 il
L, AR A e lie /K 35 MY LK BRI 15ml, A 15ml X 2, ANk 1 5ml Tt
L, Wil MU LR Tz, E IS A U 7=, RiEE U7 VAT LTl
57 = (BT L ~NF L = 1 DT RIL, eIk 2y (Y 7 ae b
T T L — W LS S0 R L L, SR A B T L Y R R L, SR
PR OF L EM326mega 5.

FEHEEI 0L [FARIC L CEMAIOT, 927Gz,
SZ il 93
4-7aw—2—roa—N—{1—[{@—3 T /—3— 7 FdarF L7 e=/) N
FAN]— 1= AF TN AT

4— T2 —rnndt AFEES20meE T IR T I 1 0mUZIEMEL, i TR AR
V72 R230 ul, N, N—3AF L/ W7 IR LA NBR A, Sl LRl -
TS T T A S R L, A, 2 — Uy aam Y AN A AR R A LT Bk
HTFNIERa TSI AmUTEEMEL, KB F2— T2/ —N— (4 —37 /) —3— RIZ /A mAF
AT =) —2— AF TR T IR540meg, N F LTI 8310 p IEIERMAZ, 50453
R L 7, BOSHRIZOKE A, SRRSO IR L, E Tk U, il
FEf T /L 50ml &1 NSRS AR 30mI &2 Be L, A H R 2 B RN ke 7k 38 7 1R Lok
TIE30ml, SAFNAHEK30ml X 2 CPEErL, WREE TN L CHLERL 7=, BT T2 &
EL%, Rl 2T L — = —F ALY L, MERSRORBELEWST2mgz
157

R 93 LRERIZL THEMEBIO4% G R L /=,
F o5

N—{1—[(4—27/)—=3—=RI7IARAFNT o= L) DN INFEA L] —1— AF LmT
NV —d4—trRaXx s AT IR

N—{1—[@—>T/—3—R)TZNFAaAF )L T =)L) HIVIoNEA ] — 1 — AF /b
L) —4— ARF LN AT IR340mgh AF L /IR 10mUIEFL . —78°CIZT1IM =

-30 -



WO 98/22432 PCT/JP97/04174

BUp Ry AL AT L UVRITRS . BmlA A SIS TAORE R /o, SOz K im L
K 1OmMIZNNZ 5L 7 adL 6 0ml THIH L 7=, A HeRE - o i iR 9 K 3T U L
JKEERR30mI. K 30ml, N7 T MR K IEHE 3 0ml X 2 THedrL it D LTI L /2
WL T AT A B 2 R A A 7 a5 — Wi T L L0 RE AL L R
T T — A A T B =T — S SRR L, R Al o 2
LAWMW1 39meiai-,
F N 196

N—_L Ay —N—{1—[(d—>TF/—3—RT7NAaAF N7 =) JJL N+
AN —1—AF L mF ) —A—T AR XTI

D (A—T AT —N—R VA F AR LT IR) =2 AF LTS gO. Tgily
o AL 20mlE A, —10~—165°CTHREE T, L0, 48g2/b L9 D27 —
10°C T 1B, B T4— 73/ —2— M7 A m AT LR = 0. 59g%
Mz, XOIZEEC IR -, BOGTARR  arsi VL TR iR B, RVEL, ST
<RI ICHER T, VAT TS EL, BRI VT b a~ T o7 4
TR 7. A~ — W L (2 D) IRV SsR R E Y A T re b
— T CHEIR L TR LB WO, 61gatyl
EHEFI97

N—{1—[{4—> 7 /—3—RN7NAarAF N7 a=/L) L EAL] - 1 —AF /LT
) —A4—7Fda—N—URaX L XTI

N—=y A% —N—{1—[(4 7T /=3 RNTIFARAF NT =) A3+
AN]—1—AFNLE=F )} —4— T NF N AT IR0, S3gBIUERET L E=17 L0, 156g
DI /1 OmlORIEETFIZ10% 3T LR FEO. 05gh NA, ik T304 iR
L7z, RSV LRERIB R, KEIZ, Bl L chittL 7z, A a2 MoK~ 27
R L THLRT, WA RIT TS EL, REE VNS NN~ T T7 42T
L 77~ —EEEE L (1 1) I RV L o RN RR = LB O~
YL ORAEEIVER AL, RELEGWO. 18g&15T=,
Fhu o8

N—@4—3F/)—3—RNT7LFnAF L7 r=/L) —2—AF )L —2— (3—T=/L7L A

Ry 7 e 73R



WO 98/22432 PCT/JP97/04174

HBEFLIO—2TERLIZ2— T/ —N— A~ 7 /—=3—KNZrdarf L7 z=/l)
— 2 AF LT N T IR300mgO Y 7 A VR 10mUS, KGR, T ae= AT
F— 1 659mga MZ, T T4, SRR /-, AR, S R K, fel TN
Wz N7, BT L 7= MRS fh A B I L 7= ZOO MRS d A IEe — = L S0 ppfs d L, 8 e S
W206mgs 1977,

SEHfFl99

N—(4—37 ) —3—hTNFAUAF T e /L) —2— AF b —2 — (F-F =R AT IR)
TN TR

BEMIO—2THARLIZ2—7T I/ —N— @27 /—3—R N7 FarF L7o=il)
—2—AF N TR T IR400mgE U EmUTEEREL,, (FA S AT ) WENE 34
Amg, NTF LT I226meZa MNZ, i T1IOEFMHEERL 7. S22 NS K@ik
(CHEE, BEe— /LTI U 7=, AT H/E 2 fa fn S K T, SEKREE~ 7 R LT
WL 7= T NI R U T2, FREZ I NN LT~ T 57— L,
WERS = F /L — Tt (1 1) IR DA b 215 7o, SRS SR 2 Bl =5 /L LS
CORAETIECIV RS, RELEW60meg 57,

Ehap2 5 FARICL TRIEHI100— 10455 L/~

FEHE 1 & IR CEMEGI105 — 1075 A AL /-,

FEhu 25 & FARIZL TEMmE 108 A LT,

FERF 1 & EFRICL CEMAI109— 11125 L 7.

EHEH 25L& RARICL CHEIEHI112—122% & 587,

SERE 1 & EAERICL THEMmMA 123 — 1295 F kL 7=,

FEhif5l130

N—@4—37 ) —3—RI7)NFarF L= A) —[4— (4— T F a0 A ) T
RIS 2o L 7 VAR IR

HBEM1E5—1TERL4 — (A— T F 110 ) FIR] I~ L 1L o i
VT, B2 51 4L RIERO TF1EZ AV TROL M OB AT o 72, 1550 738 Al
I VTTFNTIT LI N7 =20 BEE T L — U (1 1) R LY
B—D{bEW (A) 2137, BT LR T o BB R (B) 2 157=.

FhEF130& FERIZL CEIEFI131%2 8K LT,

-32-



WO 98/22432 PCT/JP97/04174

TS SR O & K O AR 2R

IO, FHOA I 23 R AN R

ks, RO LILBEFIOREFEOBEWREATL, TN LAOTE TV T T O
PSR R IS

Ex. D SEHL MS SRR TR

Me t ATV G-PrpO: AV 7m Lo —7 /L

Et et VA% MeOH : A% /—/L

Ac T T i-PrOH AV 7 22X /— b

Benzyl @ —con—

Ex. | R | B? R® DATA

1 |CF;| CN CH, mp: 164-165°C

NMR: & :1.37(3H,d,J=6.8Hz),2.94(3H,s),4.01-4.17
(1H,m),7.68(1H,d,J=8.0Hz),8.06(1H,dd,J=1.8,8.8Hz),8
.12(1H,d,J=8.8Hz),8.29(1H,d,J=1.8Hz),10.80(1H,s)
mp: 189-190°C{AcOEt-Hex)

NMR: ¢ :1.21(3H,d,J=6.8Hz),3.94-3.98(1H,m), 7.46-
7.54(3H,m),7.74-7.84(3H,m),8.03-8.08 (2H,m), 8.32-
8.33 (1H,m),10.71(1H,s)

mp: 178-179°C(AcOEt-Hex)

NMR: 6 :1.24(3H,d,J=7.0Hz),3.94-4.00(1H,m),7.28-
7.31(2H,m),7.80-7.84(3H,m),8.04-8.08(2H,m), 8.37
(1H,d,J=8.0Hz),10.71(1H,s)

mp: 179-180°C{AcOEt-Hex)
Cl INMR: &:1.24(3H,d,J=6.8Hz),3.94-3.99(1H,m),7.42-
7.53(2H,m),7.73-7.80(3H,m),7.94-8.12(2H,m), 8.46
(1H,d,J=8.4Hz),10.70(1H,s)
mp: 170-171°C(AcOEt-Hex)
Br  INMR: &:1.24(3H,d,J=6.8Hz),3.93-4.04(1H,m),7.63-
7.69(4H,m),7.78(1H,dd,J=1.6,8.4Hz),8.04-8.09(2H,m),
8.07(1H,d,J=8.4Hz),8.46(1H,d,J=8.8Hz),10.69(1H,s)
mp: 183-184C (AcOEt-Hex)
CN  |NMR: 6:1.25(3H,d,J=7.0Hz),3.98-4.05(1H,m),7.77
(1H, dd,J=2.0,8.2Hz),7.88-7.97(4H,m),8.00(1H,d,
J=2.0Hz),8.08(1H,d,J=8.8Hz),8.69(1H,d,J=8.2Hz),10.
74(1H,s)

> [CF,|CN

3 |CF;| CN

Q¢

4 |CF,| CN

5 |CF,| CN

6 |CF;| CN

29 ¢
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Ex. | R | R® R® DATA
7 |CF;| CN mp: 134-135°C (AcOEt-Hex)

_@CFg NMR: & :1.27(3H,d,J=6.8Hz),3.99-4.07(1H,m), 7.72
(1H,dd,J=1.2,8.8Hz),7.79(2H,d J=8.0Hz),7.95-8.06
(4H,m),8.66(1H,d,J=8.8Hz),10.73(1H,s)

8 |CF; CN mp: 111-112°C (AcOEt-Hex)

—Q'OCFs NMR: & :1.26(3H,d,J=6.8Hz),3.98-4.05(1H,m),7.41
(2H,d,J=8.6Hz),7.76(1H,d,J=8.6Hz), 7.87-7.89(2H,m),
8.06(2H,d,J=8.6Hz), 8.52(1H,d,J=8.6Hz),10.75(1H,s)

9 |CF; CN F mp: 184-185C(AcOEt-Hex)
S NMR: 6:1.32(3H,d,J=7.2Hz),4.01-4.14(1H,m),7.07-
F 7.12(1H,m),7.41-7.47(1H,m),7.78-7.82(2H,m),8.03
(1H,d,J=1.6Hz),8.08(1H,d,J=8.6Hz),8.67(1H,d,J=8.6H
z),10.77(1H,s)
10 |CF;| CN Cl mp: 159-160°C (AcOEt-Hex)

‘g NMR: & :1.25(3H,d,J=7.6Hz),3.98-4.05(1H,m),7.49
(1H,1,J=8.4Hz),7.54-7.56(1H,m),7.70-7.78(2H,m), 7.79
(1H,dd,J=1.8,8.4Hz),8.03(1H,d,J=1.8Hz),8.07 (1H,d,J=
8.4Hz),8.54(1H,d,J=8.4H2),10.77(1H,s)

11 |CF;| CN CN mp: 189-190°C (AcOEt-Hex)

@ NMR: 6 :1.27(3H,d,J=7.2Hz),4.00-4.08(1H,m),7.67-
7.71(1H,m),7.78(1H,dd,J=1.6,8.6Hz),7.96(1H,d,J=7.6
Hz),8.00(1H,d,J=1.6Hz),8.04-8.11(3H,m), 8.64(1H,d,
J=8.6Hz),10.79(1H,s)

12 |CF,;| CN GF, mp: 143-144°C(AcOEt-Hex)

4@ NMR: & :1.28(3H,d,J=6.8Hz),4.03-4.10(1H,m),7.70-
7.74(2H,m),7.84(1H,d,J=8.0Hz),7.96(1H,d,J=1.6Hz),8.
01(1H,s),8.04-8.07 (2H,m),8.68(1H,d,J=8.8Hz),
10.77(1H,s)

13 |CF,;| CN mp: 167-168C (AcOEt-Hex)

NMR: :1.24(3H,d,J=7.0Hz),4.00-4.04(1H,m),7.48-7.51
(1H,m),7.57-7.60(2H,m),7.76-7.78(2H,m),7.85-7.90
(3H,m),7.98(1H,d,J=8.8Hz),8.34(1H,s),8.41 (1H,d,J=8.
0Hz),10.63(1H,s)

14 |CF,;| CN mp: 193-194°C (AcOEt-Hex)
NMR: 6 :1.19(3H,d,J=6.8Hz),3.95-4.00(1H,m), 7.51
(1H,1,J=7.6Hz),7.58-7.62(2H,m),7.67-7.71(1H,m), 7.78
(1H,d,J=1.6Hz),7.93-8.06(3H,m), 8.13(1H,d,J=7.2Hz),
8.67(2H,d,J=8.8Hz),10.52(1H,s)
15 |CF,;| CN N mp: 199-200°C(AcOEt-Hex)
> NMR: & :1.27(3H,d,J=7.2Hz),4.37-4.44(1H,m),7.60-
= 7.72(4H,m)7.83(1H.d,J=1.6Hz),8.00(1H,d,J=8.8Hz),8.
17(1H,dd J=1.2,8.4Hz),8.31(1H,dd,J=4.6,7.2Hz),8.43(
1H,dd,J=1.6,8.8Hz),9.02(1H,dd,J=1.6,4.0Hz),10.65(1
H,s)
16 {CF;| CN mp: 185-186"C (AcOEt-Hex)

A\/© NMR: ¢ :1.34(3H,d,J=6.8HZz),3.97-4.06(1H,m), 7.00-

’ 7.04(1H,m),7.25-7.35(4H,m),7.48-7.50(2H,m), 7.84
(1H,dd,J=2.0,8.8Hz),7.96(1H,d,J=8.8Hz),8.04 (1H,d,J=
8.0Hz),8.10(1H,d,J=2.0Hz),10.80(1H,s)
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x5
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R! N\”/‘\N,SOQ—@F
X ,gg
Ex. R R? R? X R R® DATA

17 |CF, | CN| H | O [CH,CHy| H |mp:170-171°C

NMR: & :0.83(3H,t,J=7.4Hz),1.52-1.72 (2H, m),
3.77-3.82(1H,m),7.24-7.28(2H,m), 7.75-7.82
(3H,m),8.01(1H,d,J=2.0Hz),8.07(1H,d,J=8.4Hz),
8.36(1H,d,J=8.8Hz),10.74(1H,s)

18 | CF, | CN H o} CH;, CH, Imp: 171-172°C(AcOEt-Hex)

NMR:(CDCIl,;, TMS internal standard)

0 :1.09(3H,d,J=7.3Hz),2.86(3H,s),4.58-4.62
(1H,m),7.26-7.30(2H,m),7.80(1H,d,J=8.6Hz),
7.86-7.90(3H,m), 8.08(1H,d,J=1.8Hz), 8.79 (1H,s)

19 | CF, | CN |CH3} O CH, H |mp: 157-158°C (AcOEt-Hex)

NMR: & :1.08(3H,d,J=6.8Hz),3.25(3H,br), 4.09
(1H,br),7.38(2H,t,J=8.0Hz),7.73-7.81 (4H,m),
8.22-8.34(2H,m)

20 | CF; | CN H O | benzyi H |mp: 248-249°C(AcOEt-Hex)

NMR: §:2.77-2.99(2H,m),4.08-4.14(1H,m), 7.14
(2H,t,J=8.8Hz),7.19-7.26 (5H,m),7.61-7.64
(2H,m),7.72(1H,d,J=8.8Hz), 7.96(1H,s), 8.07
(1H,d,J=8.8Hz),8.61(1H,d,J=8.8Hz),10.77(1H,s)

21 | CF; | CN H O H H |mp: 179-180°C(AcOEt-Hex)

NMR: §:3.77(2H,d,J=6.1Hz),7.38-7.42 (2H, m),
7.86-7.90(3H,m),8.08-8.12(2H,m), 8.25-8.27
(1H,m),10.71(1H,s)

22 | CF; | CN H S CH, H |mp: 86-87°C

NMR: 6 :1.32(3H,d,J=6.8Hz),4.39-4.46 (1H, m),
7.28-7.34(2H,m),7.78-7.84(2H,m), 8.18-8.24
(2H,m),8.31(1H,d,J=8.4Hz),8.42 (1H,s),

12.01(1H,8)
=6
H ©)
1 2
RD NTA\N/S\RE’
'e) H

R
Ex.| R" | R? A R? DATA
23 | CF, | CN Me Me T mp: 166-167C (AcOEt-Hex)

)Q J: S] NMR: 6 :1.41(6H,s),7.06-7.10(1H,m), 7.57-

7.61(1H,m),7.84-7.87(1H,m),8.07-8.14 (2H,
m),8.23-8.30(2H,m),10.29(1H,s)

24 | CF, | CN OMe mp: 90-95°C (AcOEt-(i-Pr),0-Hex)
/\/\ F'INMR: ©:3.19(3H,s),3.42-3.52(2H,m), 4.09-
4.17(1H,m),7.23-7.28(2H,m),7.76-7.84 (3H,

m),8.01-8.03(1H,m),8.07(1H,d,J=8.4Hz),
8.51(1H,d,J=9.2Hz),10.81(1H,s)
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Ex.| R" | R A DATA
31| CF; | CN Me Me mp: 117-118°C (AcOEt-Hex)
‘@* NMR(CDCIl,, TMS internal standard )

5 :1.47(6H,s),5.84(1H,s),7.22(2H,1,J=8.8Hz),
7.79(1H,d,J=8.8Hz) 7.90-7.95(3H,m), 8.07
(1H,s),9.20(1H,br)

32 | CF; | CN Me Me mp: 109-110°C(AcOEt-Hex)

‘@' NMR: 6 :1.50(6H,s),7.89-7.92(2H,m),8.00-

8.15(4H,m),8.28(1H,d,J=2.0Hz),8.90(1H,s), 1
0.33(1H,s)

33 | CF, | CN Me Me mp: 124-125°C (AcOEt-Hex)

L @ NMR: 6 :1.45(6H.5),3.76(3H,5),6.82(2H,d,
J=8.8Hz),7.73-7.75(3H,m),7.89-7.92 (1H,m),
8.00(1H,d,J=2.0Hz),9.67 (1H,s), 10.83(1H,s)

=7
O
j@/ )J\RE)
Ex. | R' A R9 DATA
25 |CF,| Me Me mp: 207-208°C

P ‘@‘F NMR(CDCl, TMS internal standard )
5:1.77(6H,s),6.29(1H,s),7.15-7.19(2H,m), 7.76 (1H,
d,J=8.3Hz),7.75-7.83(2H,m),7.87-7.90(1H,m), 8.07
(1H,d,J=2.0Hz),10.67(1H,s)

26 |CF,| Me Me OCH, mp: 124-125°C (AcOEt-Hex)
> NMR: 6 :1.57(6H,s),3.97(3H,s),7.05(1H,t, J=7.2Hz),
@ 7.20(1H,d,J=8.4Hz),7.49-7.54(1H.m), 7.79(1H.dd,
J=2.0,8.4Hz),8.07(1H,d,J=8.4Hz),8.15(1H,dd,J=2.0,8
.4Hz),8.31 (1H,d,J=2.0Hz),8.55(1H,s),10.20(1H.s)
27 |CF;| Me Me mp: 256-258°C (MeOH-EtOH)

> @‘CN NMR: 6 :1.54(6H,s),7.98(2H,m),8.03-8.15 (4H, m),

8.29(1H,d,J=2.0Hz),8.85(1H,s),10.22(1H,8)
28 |CF,| Me Me mp: 222-225°C (AcOEt-Hex)

L “@CFG NMR: & :1.55(6H,s),7.87(2H,d,J=8.8Hz),8.06 (1H,d,
J=8.8Hz),8.13-8.15(3H,m),8.30(1H,d,J=2.0Hz), 8.83
(1H,5),10.23(1H,s)

29 |CN| Me Me mp: 198-199°C (EtOH)

> ‘QF NMR: 6 :1.52(6H,s),7.31(2H,1,J=8.8Hz),7.98-8.04
(3H,m),8.10(1H,dd,J=2.0,8.6Hz),8.30(1H d,J=2.0Hz),
8.59(1H,s),10.15{1H,s)

30 | Cl Me Me mp: 227-230°C (AcOEt-Hex)

L @F NMR: 6 :1.51(6H,s),7.31(2H,t,J=8.9Hz),7.75(1H, dd,
J=2.6,8.7Hz),7.85(1H,d,J=8.7Hz),8.00(2H,dd,J=5.4 8
9Hz),8.06(1H,d,J=2.6Hz),8.55(1H,br),10.00(1H,br)

34 |CF;| Me Me F mp: 168-169°C(AcOEt-Hex)

L 3 NMR: 6 :1.54(6H,s),7.27-7.32(2H,m),7.52-7 58
(1H,m),7.72-7.76(1H,m),8.08 (1H,d, J=8.4Hz), 8.16
(1H,dd,J=1.6,8.4Hz),8.33(1H,d,J=1.6Hz),8.52(1H,d,J
=1.6Hz),10.22(1H,s)
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Ex.

R1

DATA

35

CF,

Me Me

-n

mp: 204-206°C (AcOEt-Hex)

NMR: §:1.53(6H,s),7.38-7.43(1H,m),7.50-7.56 (1H,
m),7.75-7.78(2H,m),8.04-8.15 (2H,m), 8.30(1H,s),
8.69(1H,s),10.22(1H,s)

36

CF;

Me Me

mp: 184-185°C(CHCI,)

NMR: & :1.54(6H,s),7.51-7.564(1H,m),8.05(1H.d,J=
8.8Hz), 8.13-8.16(1H,m),8.24-8.27 (1H,m),8.30(1H,
d,J=1.6Hz),8.72(1H,dd,J=1.6,5.2Hz), 8.80(1H,s),
9.11(1H,d,J=1.6Hz), 10.22(1H,s)

37

CF,

Me Me

v L
Z\/ \/ \

mp: 129-130C((i-Pr),0)

NMR: ©:1.61(6H,s),7.64-7.62(1H,m),8.00-8.01 (2H,
m), 8.06(1H,d,J=9.2Hz),8.14-8.16 (1H,m), 8.31
(1H.d,
J=1.6Hz),8.72(1H,d,J=8.8Hz),8.83(1H,s),10.34(1H,s)

38

CF,

Me

g

mp: 173-174°C (AcOEt-CgHy)

NMR: & :1.58(6H,s),7.59-7.65(2H,m),7.98-8.06 (5H,
m),8.14-8.17(1H,m),8.32(1H,d,J=1.6Hz), 8.56 (1H,s),
8.74(1H,s),10.26(1H,s)

39

CF,

F X

mp: 220-221C(AcOEt-Hex)

NMR(CDCI,, TMS internal standard )

5 :1.26(3H,s),1.79-1.85(11H,m),4.68-4.72(1H,m),
5.98-6.00(1H,m),7.81-7.83(2H,m), 7.98-8.00 (1H,m),
9.88-9.89(1H,m)

40

CF,

-

mp: 206-207°C (AcOEt-Hex)

NMR (CDCI,, TMS internal standard): 6 ;:1.61(3H,d,
J=8.6Hz),4.93-4.97 (1H,m),6.82-6.84(1H,m), 7.16-
7.19(2H,m),7.76(1H,d,J=8.5Hz),7.84-7.87 (2H,m),
7.97(1H,d, J=8.5Hz),8.02 (1H,s),9.88(1H,s)

41

CF,

Me

<
4]

/

7

mp: 166-167 C(AcOEt-Hex)

NMR: &:1.53(6H,s),7.18-7.23(1H,m),7.34-7.40 (1H,
m), 7.79-7.85(1H,m),8.08(1H,d, J=8.8Hz), 8.16 (1H,

dd,J=1.6,8.8Hz),8.32(1H,d,J=1.6Hz),8.55(1H,d,J=1.6
Hz),10.22(1H,s)

42

CF;

<

e Me

X

5

mp: 182-183°C (AcOEt-Hex)

NMR: 6 :1.52(6H,s),7.14-7.20(2H,m),7.48-7.56 (1H,
m), 8.10(1H,d,J=8.8Hz),8.17(1H,dd, J=1.6, 8.8Hz),
8.33(1H,d,J=1.6Hz),9.10 (1H,s),10.20(1H,s)

43

CF,

Me Me

X

éje

mp: 214-215°C(AcOEt-Hex)

NMR: o :1.51(6H,s),7.55(1H,dd,J=1.6Hz, 8.0HZ),
7.66-7.69(2H,m),8.08(1H,d,J=8.4Hz), 8.18-8.21 (1H,
m), 8.35-8.36(1H,m),8.87(1H,s), 10.28(1H,s)

44

CF,

Me Me

X

A

0COCH,

mp: 171-172°C(AcOEt-Hex)

NMR: 6 :1.49(6H,s),2.01(3H,8),7.16-7.18(1H,m),
7.34-7.38(1H,m},7.51-7.55(1H,m),7.85(1H,dd,J=
1.6,7.2Hz),8.18(1H,d,J=8.8Hz),8.18(1H,dd,J=1.6,8.8
Hz),8.33(1H,d,J=1.6Hz),8.61(1H,s),10.17{1H,s)

45

CF,

<
a
Z
4]

X

w

mp: 207-208°C (AcOEt-Hex)

NMR: ¢6:1.51(6H,s),7.65-7.69(1H,m),7.76-7.80 (2H,
m),7.87-7.89(1H,m),8.08-8.10(1H,m), 8.18-8.20 (1H,
m),8.38(1H,s},8.93(1H,s), 10.30(1H,s)

46

CF;

Me Me

X

815

mp: 215-216°C(AcOEt-Hex)
NMR: 0 :1.58(6H,s),7.46-7.60(3H,m),7.85 (1H,d,
J=6.8Hz),7.97-8.13{4H,m),8.24-8.26 (1H,m),8.39
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Ex. | R’

4

DATA

(1H,s),8.86(1H,s),10.42(1H,s)

47 |CF,

=

e

Z

e

X

e)
=

mp: 195-196°C (AcOEt-Hex)

NMR: §:1.52(6H,s),7.35-7.40(1H,m),7.45-7.49 (1H,
m), 7.61-7.66(2H,m),8.08(1H,d, J=8.8Hz), 8.21(1H,
dd,J=2.4,8.8Hz),8.38(1H,d,J=2.4Hz),8.81(1H,s),10.2
7(1H,s)

48 | CF,

<
@

<
o

X
WA

O

mp: 180-182"C(AcOEt-Hex)

NMR: 6 :1.52(6H,s),7.40-7.51(3H,m),7.61-7.65 (1H,
m),8.05-8.24(2H,m),8.37(1H,br),8.83 (1H,br),10.28
(1H,s)

49 | CF,

<

e

<

e

X

mp: 203-204C (AcOEt-Hex)

NMR: 6 :1.54(6H,s),7.46-7.50(2H,m),7.53-7.57 (1H,
m),’7.93-7.95(2H,m),8.05(1H.,d, J=8.4Hz), 8.14
(1H,dd,J=1.6,8.4Hz),8.31(1H,d,J=1.6Hz),8.86(1H,s),
10.20(1H,s)

50 | CF,

Me

Me

X

g C

mp: 106-107 C (AcOEt-Hex)

NMR: ¢&:1.51(6H,s),6.63-6.66(1H,m),7.18-7.20 (1H,
m),7.86-7.88(1H,m),8.05 (1H .d, J=8.4Hz), 8.13-8.17
(1H,m),8.30(1H,d,J=2.0Hz),8.38(1H,s), 10.25(1H,s)

51 |CF,

Z

5

/

z

mp: 145-146°C (AcOEt-Hex)

NMR: 6 :1.48(6H,s),3.72(3H,s),6.04(1H,dd,J=2.4,
4.0Hz),6.89-6.92(1H,m),6.98-7.01(1H,m),7.97 (1H,
s),8.05(1H,d,J=8.8Hz),8.15-8.19(1H,m), 8.33(1H,d,
J=1.6Hz),10.17(1H,s)

52 | CN

mp: 209-210°C (AcOEt-MeOH)

NMR: 6 :2.01(3H,s),4.34-4.46(2H,m),4.83-4.90 (1H,
m),7.30-7.37(2H,m),7.96-8.06(3H,m), 8.09(1H.d,
J=8.8Hz),8.30(1H,d,J=2.4Hz),8.97(1H,d,J=7.6Hz),10
98(1H,s)

53 |CF,

Me

Me

X

e

mp: 125-127 C(AcOEt-Hex)

NMR: ¢ :1.62(6H,s),7.16-7.20(1H,mM),7.76-7.79 (1H,
m),7.95-7.98(1H,m),8.05(1H,d,J=8.8Hz), 8.13-8.18
(1H,m),8.30(1H,d,J=2.0HZ),8.54(1H,s),10.23(1H,s)

54 |CF,

Me

Me

/

i

mp: 198-199°C (AcOEt-Hex)

NMR: 6 :1.51(6H,s),2.27(3H,s),7.21-7.29(2H,m),
7.32-7.37(1H,m),7.54-7.58(1H,m),8.07(1H,d, J=8.8 -
Hz),8.19(1H,dd,J=2.0,8.8Hz),8.38(1H,d,J=2.0Hz),8.5
3(1H,s),10.25(1H,s)

55 | CN

Me

Me

A

mp. 175-176°C (AcOEt-Hex)

NMR: §:1.52(6H,s),7.27-7.33(2H,m),7.52-7.58 (1H,
m),7.72-7.77(1H,m),8.05(1H,d,J=8.4Hz), 8.13 (1H,
dd,J=2.0,8.4Hz),8.34(1H,d,J=2.0Hz),8.51-8.55 (1H,
m),10.20(1H,s)

56 | CN

Me

Me

&

mp: 139-141°C (AcOEt-Hex)

NMR: ¢ :1.51(6H,s),7.14-7.21(2H,m),7.48-7.57 (1H,
m),8.07(1H,d,J=8.8Hz),8.12(1H,dd,J=2.0,8.8H2),8.35
(1H,d,J=2.0HZ),9.11(1H,s),10.16(1H,s)

57 | CF,4

Me

Me

5

mp: 221-223C(AcOEt-Hex)

NMR: 6 :1.56(6H,s),7.43-7.50(2H,m),7.95-8.08 (3H,
m),8.15-8.19(1H,m),8.30-8.34(2H,m),8.86 (1H,s),
10.29(1H,s)
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Ex. | R

RS

DATA

58 |CF,

\
s

mp; 195-196C (AcOEt-MeOH)

NMR: 6 :3.31(3H,s),3.73(2H,d,J=4.4Hz),4.78-4.85
(1H,m),7.28-7.35(2H,m),7.54-7.61(1H,m),7.66-7.71
(1H,m),8.02-8.06(1H,m),8.12(1H,d,J=8.8Hz), 8.31
(1H,d,J=2.4H2),8.55-8.66(1H,m),11.01(1H,s)

59 | CF,

N

mp: 187-188°C (AcOEt-Hex)

NMR: ¢ :3.32(3H,s),3.70-3.79(2H,m),4.77-4.84 (1H,
m),7.29-7.36(2H,m),7.97-8.14(4H,m), 8.32 (1H.d, J=
2.0Hz),8.83(1H,d,J=6.8Hz),10.99(1H,s)

60 | CF,

<
o

N e
Q
=

mp: 164-165C (AcOEt-Hex)

NMR: 6 :1.53(6H,s),7.28-7.34(1H,m),7.50-7.64 (24,
m),8.09(1H,d,J=8.4Hz),8.17(1H,dd,J=1.6,8.4H2),8.34
(1H,d,d=1.6Hz),8.74(1H,s),10.24(1H,s)

61 | CF,

Me

mp: 208-209°C (AcOEt-Hex)

NMR: 6 :1.53(6H,s),7.53-7.61(1H,m),7.78-7.84 (1H,
m),8.01-8.08(2H,m),8.12-8.15(1H,m), 8.29 (1H,d,
J=1.6 Hz), 8.70(1H,s),10.21(1H,s)

62 |CF,

<
@
<
@

X

mp: 161-162°C (AcOEt-Hex)

NMR: & :1.52(6H,s),7.33-7.45(2H,m),7.59-7.65 (1H,
m),8.08(1H,d,J=8.8Hz),8.15(1H,dd,J=1.6,8.8Hz),8.33
(1H,d,J=1.6Hz),8.71(1H,s),10.24(1H,s)

63 |CF,

<
o
<
o

X

mp: 143-144°C((i-Pr),0)
NMR: ©:1.11(9H,s),1.42(6H,s),7.39(1H,s),8.04-8.11
(2H,m),8.30-8.33(1H,m),9.00(1H,s)

Z

a

64 | CN

o
<
o

\

MS FAB (m/z):383[(M+1)"]

NMR: o :0.97(6H,d,J=6.6Hz),2.05-2.19(1H,m),4.51

(1H,1,J=8.3Hz),7.15(2H,t,J=7.9Hz),7.46-7.58(1H, m),
8.01(1H,dd,J=1.9,8.5Hz),8.09(1H,d,J=8.5Hz),8.33(1

H,d,J=1.9Hz),9.15(1H,d,J=8.3Hz),11.03(1H,br)

65 |CF,

<
o
<
o

X

mp: 204-205°C

NMR: o :1.54(6H,s), 7.67-7.71(1H,m), 7.80-7.84
(1H, m), 7.92(1H,d,J=7.6Hz), 7.99(1H,d, J=7.6Hz),
8.07 (1H,d,J=8.8Hz), 8.19(1H,dd, J=1.6,8.8Hz), 8.31
(1H,d,J=1.6Hz), 8.95(1H,s), 10.27(1H,s)

66 | CF;

<
o]
<
o

X

mp: 215-217C

NMR: 6 :1.42(6H,s),5.02(2H,s),7.28-7.36 (4H,m),
7.69(1H,s),8.07(1H,d,J=8.2Hz),8.20(1H,d,J=8.2Hz),
8.33(1H,s),10.32(1H,s)

67 |CF,

<
®

Me

X

mp: 205-206°C

NMR: &:1.57(6H,s),6.91-6.94(2H,m),7.40-7.44(1H,
m), 7.99(1H,dd,J=1.6,8.0Hz),8.06 (1H.,d, J=8.4Hz),
8.15(1H,dd,J=2.0,8.4Hz), 8.30(1H,d, J=2.0Hz),
8.86(1H,s),10.27(1H,s), 11.88(1H,s)

68 | CF,

Me Me

X

mp: 188-189°C

NMR: &:1.66(6H,s),7.73-7.77(2H,m),8.06 (1H.d,
J=8.8Hz),8.17(1H,dd,J=2.0,8.4Hz),8.24(1H,dd,J=1.6,
8.4Hz2),8.31(1H,d,J=1.6Hz),8.49(1H,dd,J=1.6,7.2H2),
8.29(1H,dd,J=1.6,8.4H2),9.15(1H,m},10.37(1H,s),11.
46(1H,s)

69 | CF,

Me Me

X

mp: 122-123 C{AcOEt-Hex)

NMR: 6 :1.49(6H,s),6.08-6.12(1H,m),6.85-6.88
(1H,m),6.93-6.97(1H,m),8.01-8.06(2H,m),8.13-8,17
(1H,m),8.30-8.34(1H,m),10.21(1H,s),11.40-11.46

-390 _
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Ex.

R1

"DATA

(1H,br)

70

CF;

Me Me

MS FAB (m/z):418[(M+H)"]

NMR: & :1.41(6H,s),1.47(6H,s),7.18-7.33(5H,m),
7.45(1H,s),8.05-8.14(2H,m),8.24-8.26(1H,m), 9.89
(1H,s)

71

CF,

Me Me

mp: 194-195°C (AcOEt-Hex)

NMR: 6:1.52(6H,s),7.28-7.39(2H,m),7.45-7.52 (1H,
m),8.09(1H,d,J=8.4Hz),8.16-8.20(1H,m), 8.33 (1H,d,
J=1.6Hz),9.13(1H,s),10.15(1H,s)

72

CF;

Me Me

X

mp: 182-184"C(AcOEt-Hex)

NMR: ©:1.53(6H,s),7.42(1H,dd,J=2.4,8.0Hz), 7.54-
7.58(1H,m),7.78(1H,t,J=8.0Hz),8.08(1H,d, J=8.4Hz),
8.15-8.18(1H,m),8.33-8.35(1H,m),8.62-8.65(1H,m),
10.27(1H,s)

73

CF;

<
o
<
o

X

mp: 166-169°C (AcOEt-Hex) .

NMR: 6 :1.51(6H,s),7.30-7.37(1H,m),7.52(1H,dd,
J=2.4,8.4Hz),7.72(1H,dd,J=6.4,8.4H2),8.09(1H,d,J=8
.8Hz),8.18-8.22(1H,m),8.34-8.37(1H,m),8.45 (1H,s),
10.28(1H,s)

74

CF;

<

e Me

X

mp: 187-188"C(AcOEt-Hex)

NMR: & :1.53(6H,s),7.54(1H,t,J=9.2Hz) 7.90-7.95
(1H,m),8.05(1H,d,J=8.4Hz),8.11-8.16(1H,m), 8.25
(1H,dd,J=2.0,7.2Hz),8.28-8.30(1H,m),8.76 (1H,s),
10.22(1H,s)

75

Ck,

<
£
o

e

X

mp. 197-199°C (AcOEt-Hex)

NMR: 6 :1.51(6H,s),7.27-7.34(2H,m),8.10(1H.d, J=
8.4Hz),8.15-8.20(1H,m),8.31-8.33(1H,m),9.12(1H,s),
10.22(1H,s)

76

CF,

<
o
<
o

X

mp: 222-223C (AcOEt-Hex)

NMR: & :1.42(6H,s),7.24-7.28(3H,m),7.35-7.40 (3H,
m),7.44-7.56(2H,m),7.75-7.79(1H,m), 8.07 (1H,d,
J=8.8Hz),8.13-8.16(1H,m},8.32-8.34 (1H,m), 8.65
(1H,s),10.22(1H,s)

77

CF,

<

e Me

X

mp: 197-198°C(AcOEt-Hex)

NMR: 6 :1.55(6H,s),7.39-7.44(1H,m),7.47-7.53 (2H,
m),7.72-7.81(4H,m),8.02-8.08(3H,m),8.14-8.18 (1H,
m),8.31-8.33(1H,m),8.63(1H,s),10.22 (1H,s)

78

CF;

Me Me

X

MS FAB (m/z):400[(M+H)"]

NMR: & :1.56(6H,s),7.15(1H,d,J=5.6Hz),7.69-7.73
(1H,m),7.82(1H,dd,J=4.5,5.6Hz),8.07(1H,d,J=8.5Hz),
8.09(1H,br),8.13(1H,d,J=1.9,8.5Hz),8.28(1H,d,J=1.9
Hz),10.24(1H,br)

79

CF;

<
o

Me

X

mp: 197-199°C (AcOEt-Hex)

NMR: & :1.54(6H,s),7.84-7.87(2H,m),8.06(1H,d,J=
8.8 Hz),8.12-8.16(1H,m),8.30(1H,d,J=2.4Hz), 8.73-
8.76(2H,m),8.87(1H,s),10.29(1H,s)

80

CF,

<
o
£
)

X

mp: 106-108°C (AcOEt-Hex)

NMR: & :1.61(6H,s),8.07(1H,d,J=8.4Hz),8.13-8.17
(1H,m),8.30(1H,d,J=1.6Hz),8.79-8.82(1H,m), 8.90-
8.93(2H,m),9.15-9.17(1H,m),10.32(1H,s)

81

CF,

<
®

Me

X

mp: 170-171°C(AcOEt-Hex)

NMR: 6 :1.65(6H,s),7.80-7.91(2H,m),8.06(1H,d, J=
8.8Hz),8.13-8.20(2H,m),8.26-8.32(2H,m), 8.53 (1H,
s),8.96(1H,s),9.45(1H,s),10.38(1H,s)

- 40 -



WO 98/22432

PCT/JP97/04174

Ex.

R1

RQ

DATA

82

CF,

Me Me

X

mp: 172-173"C(AcOEt-Hex)

NMR: & :1.57(6H,8),6.75-6.78(1H,m),7.14-7.19 (1H,
m),7.40-7.44(1H,m),7.57(1H,d,J=8.0Hz),7.64 (1H,d,

J=8.0Hz),8.06(1H,d,J=8.8Hz),8.13-8.17 (1H,m),8.30-
8.33{2H,m),10.22(1H,s),11.28(1H,br)

83

CF;

Me Me

X

MS El (m/z):423(M")

NMR: o :1.47(6H,s),4.53(2H,s),6.94-7.00(2H,m),
7.04-7.11(2H,m),8.08(1H,d,J=8.4Hz),8.17-8.22 (1H,
m),8.27-8.30(1H,m),8.32(1H,s), 10.21 (1H,s)

84

CF,

<
@
<

e

X

mp: 289-290°C (AcOEt-MeOH)

NMR: o :1.72(6H,s),5.61(1H,d,J=9.2Hz),7.58 (1H,d,
J=9.2Hz),8.13-8.20(2H,m),8.27-8.34(2H,m), 10.37-
10.44(1H,m),10.49(1H,br)

85

CF;

Me Me

X

mp: 147-149°C(AcOEt-Hex)

NMR: & :1.56(6H,s),7.02-7.07(1H,m),7.16-7.21 (1H,
m),7.32-7.36(1H,m),7.37-7.42(1H,m),7.62-7.66 (1H,
m),8.05(1H,d,J=9.2Hz),8.14-8.19(1H,m), 8.30-8.33
(1H,m),8.53(1H,s),10.29 (1H,s), 11.55(1H,br)

86

CF,

<
o]

Me

X

m% T
=
@

mp: 100-102°C (ACOEt-Hex)

NMR: & :1.50(6H,s),2.45(3H,s),6.85-6.88(1H,m),
7.76(1H,d,J=4.0Hz),8.03-8.07(1H,m),8.13-8.17 (1H,
m),8.29-8.32(1H,m),8.41(1H,s),10.22(1H,s)

87

CF,

Z
o

Me

X

H

mp: 231-232°C(AcOEt-Hex)

NMR: o :1.55(6H,s),7.02-7.08(1H,m),7.32-7.34 (1H,
m),7.36-7.45(2H,m),8.05(1H,d,J=8.4Hz),8.16 (1H,dd,
J=2.0,8.4Hz),8.31(1H,d,J=2.0Hz),8.59(1H,s),10.28(1
H,s),11.66{1H,s)

88

CF,

\
@)
>
o

-

MS FAB (m/z):438[(M+H)"]

NMR: & :2.01(3H,s),4.34-4.48(2H,m),4.87-4.96 (1H,
m),7.27-7.37(2H,m),7.43-7.68(1H,m),7.65-7.79(1H,

m),8.05(1H,dd,J=2.1,9.0Hz), 8.14 (1H,d,J=9.0HZ), .
8.30(1H,d,J=2.1Hz),8.74-8.82(1H,m), 11.04(1H,br)

89

CF,

O

H

2

mp: 181-182°C(AcOEt-MeOH)

NMR: ¢ :3.80-3.85(2H,m),4.63-4.68(1H,m),5.18-
5.24(1H,m),7.29-7.37(2H,m),7.55-7.62(1H,m), 7.72-
7.77(1H,m),8.02-8.06(1H,m),8.12(1H,d, J=8.8Hz),
8.33-8.38(2H,m),10.92(1H,s)

Q0

CF,

<
@

Me

X

ONe

0 Q¢

mp: 179°C

NMR: & :1.52(6H,s),3.81(3H,s),7.00(2H,d, J=8.7Hz),
7.91(2H,d,J=8.7Hz),8.04(1H,d,J=8.7Hz),8.02-8.05
{1H,m),8.29-8.31(1H,m},8.38(1H,br), 10.16(1H,br)

91

CF,

=
o

Me

X

w
=<

mp: 182-183°C (AcOEY)

NMR: 6 :1.52(6H,s),7.70(2H,d,J=8.4Hz),7.89(2H, d,
J=8.4Hz),8.05(1H,d,J=8.4Hz),8.11-8.16(1H,m), 8.28-
8.30(1H,m),8.65(1H,br),10.19(1H,br)

92

CF,

<
o
<
®

X

¢

mp: 173°C (AcOEY)

NMR: & :1.52(6H,s),7.56(2H,d,J=8.4Hz),7.96(2H, d,
J=8.4Hz),8.05(1H,d,J=8.7Hz),8.12-8.16(1H,m), 8.29-
8.31(1H,m),8.65(1H,br),10.19(1H,br)

93

CF,

<
)

Me

X

o

/

mp: 223C

NMR: 6 :1.50(6H,s),7.60(1H,d,J=8.1Hz),7.68(1H, d,
J=1.8,8.1Hz),7.81(1H,d,J=1.8H2),8.08{1H,d,J=9.0Hz
),8.17-8.22(1H,m),8.35-8.36(1H,m),8.87 (1H,br),
10.28(1H,br)
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Ex. | R A R DATA
94 |CF;| Mg Me Br mp: 199C (AcOEt-(Et),0O)

——@—F NMR: 0 :1.51(6H,s),7.35-7.41(1H,m),7.62-7.66 (1H,
m),7.68-7.73(1H,m),8.08(1H,d,J=8.4Hz),8.18-8.22
(1H,m),8.37-8.39(1H,m),8.83(1H,br),10.28 (1H,br)

95 |CF,| Mg Me MS FAB (m/z):392[(M+H)*]

“Q‘OH NMR: ¢ :1.50(6H,s),6.80(2H,d,J=8.7Hz),7.80(2H, d,
J=8.7Hz),8.04(1H,d,J=9.0Hz),8.11-8.16(1H,m), 8.26
(1H,br),8.30-8.32(1H,m),9.99(1H.br), 10.15(1H,br)

%8
1 H i
R N\[]/A\N
NC F
Ex. | R A R® DATA
96 |CF,! Me Me |O-Benzyl|MS FAB (m/z):500[(M+H)"]
NMR(CDCI,;, TMS internal standard): ¢ :1.85 (6H,s), 4.60
(2H,br),6.78(2H,d,J=7.4Hz),6.88(2H,t,J=8.8Hz),7.08-7.33
(83H,m),7.74-7.81 (3H,m), 7.93(1H,dd,J= 2.2, 8.4 Hz), 8.09
(1H,d,J=2.2Hz),10.05(1H,s)
97 |CF;| Me Me OH |mp:211-213C
NMR(CDCI,+DMS0O-ds, TMS internal standard)
6 :1.67(6H,s),7.05-7.10(2H,m),7.74(1H,d, J=8.5Hz),7.84-
7.89(2H,m),7.95(1H,d, J=1.8Hz),8.10(1H,dd, J=1.8,8.4Hz),
9.17(1H,s),9.23(1H,s)
=9
R’ H Me Me
N\H)QN,Y\R8
O H
R2
Ex. R’ R? Y R® DATA
98 | 3-CF; | 4CN| O mp: 144-146 C(AcOEY)
AN @ NMR: & :1.40(6H,s),6.69(2H,s),6.80-6.63 (1H,
H m),7.01(1H,d,J=2.4Hz),7.35-7.40(3H,m), 7.45-
7.49(2H,m),7.65(1H,d,J=8.4Hz), 8.54(1H,br)
99 | 3-CF; | 4-CN C=S mp: 194-196°C
@ NMR: 6:1.70(6H,s),7.40-7.52(3H,m),7.84-
7.87(2H,m), 8.06-8.08(2H,m),8.24(1H,s),
10.02(1H,s),10.20(1H,s)
100| 3-Cl 5-Cl | C=0 mp: 229-230°C (AcOEt-Hex)
‘QF NMR: 6 :1.50(6H,s),7.23(1H,1,J=1.3Hz), 7.31
(2H,1,J=6.8Hz),7.73(1H,d,J=1.3Hz),7.98-8.04
(2H,m),8.51(1H,s),9.73(1H,s)
101 | 3-CF; | 5-CF; | C=0 mp: 240-241°C (AcOEt-Hex)
‘@’F NMR: & :1.53(6H,s),7.32(2H,1,J=6.6Hz), 7.71
(1H,s),8.02(2H,dd,J=3.9,6.6Hz),8.37(2H,s),8.5
9(1H,s),10.10(1H,s)
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EX.

R1

Rz

DATA

102

. 2'CF3

4-CN

{0
o

I;
.

MS FAB (m/z):394[(M+H)"]

NMR: & :1.52(6H,s),7.32(2H,1,J=9.0Hz),7.95-
8.03(3H,m),8.13-8.19(1H,m),8.24-8.28(1H,m),
8.74(1H,br),9.16(1H,br)

Ex.

R'I

R9

DATA

103

CF,

-

mp: 145-146 C(AcOEt-Hex)

NMR: 0 :2.57(2H,t,J=6.8Hz),3.04-3.10
(2H, m),7.40-7.45(2H,m),7.84-7.88 (3H,m),
7.92 (1H,dd,J=2.0,8.6H2),8.09(1H,d,
J=8.6Hz),8.24(1H,d,J=2.0Hz),10.72(1H,s)

104

CF,

.

S0,

n

mp; 163-164"C(ACOEt-Hex)

NMR: ¢:1.02(3H,d,J=6.4Hz),2.46(2H.d,
J=6.8Hz),3.64-3.71(1H,m),7.29-7.33(2H,m),
7.80-7.91(5H,m),8.16(1H,s), 10.60(1H,s)

105

CF;

Me Me

mp: 180-181°C(AcOEt-Hex)

NMR: §:1.27(6H, s},4.03(2H,d,J=7.0Hz),
7.24-7.31 (2H,m),7.82-7.88(2H,m), 8.09
(1H,d,J=8.6Hz), 8.13-8.18(1H,m),8.32-
8.35(1H,m),8.42-8.48 (1H,m),10.02(1H,s)

106

CF,

Me Me

S0,

-

R

mp: 161-162°C (AcOEt-Hex)

NMR: &:1.19(6H, s),3.02(2H,d, J=6.7Hz),
7.36-7.43(2H,m),7.76-7.88(3H,m),8.06-8.13
(2H,m),8.28-8.31(1H,m),9.91(1H,s)

107

CF;

Me

o

mp: 191-192°C (AcOEt-Hex)

NMR: ¢ :1.27(6H,s),3.60(2H,d,d=6.4Hz),
7.10-7.16 (2H,m),7.44-7.53(1H,m),8.08
(1H,d,J=8.8Hz), 8.15-8.19(1H,m),8.35-
8.38(1H,m),8.72-8.77 (1H,m), 10.04(1H,s)

108

CF;

Me Me

Me Me

.

MS FAB (m/z):436[(M+H)"]

NMR( CDCI,, TMS internal standard):

0 :1.48 (6H,s), 1.61 (6H,s), 7.11(2H,t,J=
8.7H2),7.77-7.86(3H,m),7.93-8.05 (4H,m)

Z
O

.

H
N

O

A
I

/Y\Rg

Ex.

R1

RQ

DATA

108

CF;

I =<
®)

.

O

mp: 236-238°C(AcOEt-Hex)

NMR: ¢ :1.80-2.02(2H,m),2.28-2.38 (2H,
m),2.60-2.74(2H,m),7.30-7.37 (2H,m),
8.01-8.08(3H,m),8.12-8.16 (1H,m),8.30-
8.32(1H,m),9.02(1H,s), 10.18(1H,s)
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Ex.| R

DATA

110| CF,

Ok

-n

mp: 169-170C (AcOEt-Hex)

NMR: & :1.53-1.80(2H,m),2.04-2.16 (2H,
m),2.37-2.46(2H,m),7.23-7.32 (2H,m),
7.73-7.80(2H,m),7.98-8.15 (3H,m),8.41
(1H,s),10.24(1H,s)

111 | CF;

C

mp: 205-207°C(AcOEt-Hex)

NMR: ©:1.79-2.05(2H,m),2.22-2.31 (2H,
m),2.67-2.76(2H,m),7.16-7.23(2H, m),
7.50-7.59(1H,m),8.09-8.16(2H,m), 8.33-
8.36(1H,m),9.46(1H,s),10.23 (1H,s)

112| CF,

SO,

-

mp: 211-213°C(AcOEt-Hex)

NMR: &:1.02-1.05(2H,m),1.30-1.33 (2H,

m),7.30-7.35(2H,m),7.82-7.86(2H,m), 7.96
(1H,dd,J=1.6,8.4Hz),8.07(1H,d,J=8.4Hz),8
12(1H,d,J=1.6Hz),8.45(1H,s),10.24(1H,s)

113 | CF,

n

mp: 284-286"C (AcCOEt-Hex)

NMR: 5:1.19-1.22(2H,m),1.53-1.56 (2H,
m),7.31-7.37(2H,m},8.00-8.05(2H,m}, 8.08
(1H,d,J=8.8Hz),8.20{1H,dd,J=2.0,8.8Hz),8
.32(1H,d,J=2.0Hz),9.03(1H,s),10.25(1H,s)

114 | CF,

SO,

-

mp: 177-178°C (AcOEt-Hex)

NMR: §:1.49-1.63(4H,m),1.84-1.90 (2H,
m),2.06-2.12(2H,m),7.23-7.28(2H,m), 7.78
-7.82(2H,m),7.97-8.09(4H,m), 10.11(1H,s)

M

mp: 235-236°C(AcOEt-Hex)

NMR: 6:1.62-1.81(4H,m),1.99-2.05(2H,
m),2.26-2.33(2H,m),7.28-7.34(2H,m), 7.99
-8.05(3H,m),8.12(1H,dd,J=1.6,8.8Hz),8.29
(1H,d,J=1.6Hz),8.62(1H,s), 10.23 (1H,s)

116 | CF,

SO,

-

mp: 188-189°C(AcOEt-Hex)

NMR: 0:1.22-1.54(6H,s),1.84-1.88 (4H,
m),7.19-7.24{2H,m), 7.72(1H,s),7.78-7.81
(2H,m),7.95(1H,dd,J=1.6,8.8Hz),8.04-8.08
(2H,m),9.91(1H,s)

117 | CF,

M

mp: 241-242°C(AcOEt-Hex)

NMR: 6:1.31-1.42(1H,m),1.45-1.68 (5H,
m),1.93-2.00(2H,m),2.04-2.11(2H,m), 7.28
-7.33(2H,m),7.93-8.13(5H,m),8.29 (1H,d,
J=2.0Hz),10.12({1H,s)

118| CN

oD ol g KoK ol ok

M

mp: 294-295°C (AcOEH)

NMR: 6 :1.18-1.22(2H,m),1.52-1.55 (2H,
m),7.30-7.36(2H,m),8.00-8.06 (3H,m),
8.16-8.19(1H,m),8.33(1H,d, J=1.6Hz),
9.04(1H,s),10.21(1H,s)

119| CN

S0,

-

mp: 171-172°C(AcOEt-Hex)

NMR: & :0.98-1.02(2H,m),1.28-1.32 (2H,
m),7.33-7.39(2H,m),7.80-7.86 (2H,m),
7.96(1H,dd,J=2.0,8. 4HZ),8.04(1H,d,J=8.4
Hz),8.17(1H,d,J=2.0Hz),8.48(1H,s),10.23(
1H,s)

120 | CN

KK

SO,

d 99 YT Y S

-n

mp: 214-215C(AcOEt-Hex)

NMR: & :1.47-1.63(4H,m),1.80-1.89 (2H,
m),2.02-2.12(2H,m),7.28-7.34 (2H,m),
7.78-7.84(2H,m),7.93-7.97 (1H,m),8.02-

I

AN

N
1
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EX.

R1

DATA

8.06(2H,m),8.16(1H,d, J=2.0Hz),
10.12(1H,8s)

121

CN

L

mp: 134-135°C(AcOEt-Hex)

NMR: 6 :1.60-1.81{4H,m),1.96-2.07 (2H,
m),2.22-2.34(2H,m),7.28-7.34(2H, m),
7.98-8.05(3H,m),8.07-8.11(1H,m), 8.29
(1H,d,J=2.0HZ),8.62(1H,s),10.19(1H,s)

122

Ck,

-

mp: 246-247C(AcOEY)

NMR; §:2.02-2.10(2H,m),2.15-2.24 (2H,
m),3.70-3.77(4H,m),7.30-7.36 (2H,m),
7.98-8.15(4H,m),8.28-8.30 (1H,m), 8.43
(1H,s),10.23(1H,s)

130

CF,

aoa

(A)  MS FAB(mM/z):432[(M-H)]

NMR: 6 :1.30-1.70(4H, m), 1.90-2.00
(4H, m), 2.25-2.50(1H, m), 3.70-3.85(1H,
m), 7.25-7.38(2H, m), 7.88-7.96(2H, m),
7.97-8.02(1H,m), 8.09(1H, d, J=8.4Hz),
8.23-8.33(2H, m), 10.63(1H, br)

(B) MS FAB(mM/z):434[(M+H)"]

NMR: :1.58-1.90(8H, m), 2.57-2.65
(1H, m), 3.90-4.02(1H, m), 7.23-7.31(2H,
m), 7.88-7.96(2H, m), 7.97-8.03(1H, m),
8.08(1H, d, J=8.4Hz), 8.19-8.26(1H, m),
8.36(1H, br), 10.59(1H, br)

=12

|
O VY-R®

Ex.

R‘]

R2

DATA

123

CF;

CN

mp: 249-250°C (EtOH)

NMR: 6 :1.63(3H,s),1.94-2.03(3H,m),2.17-
2.28(1H,m),3.50-3.59(1H,m),3.73-3.82(1H,m),
7.29(2H,1,J=9.0Hz),7.65(2H,dd,J=5.6,9.0Hz),8
10(1H,d,J=8.8Hz),8.17(1H,dd,J=1.8,8.8Hz),8.
34(1H,d,J=1.8Hz),9.96(1H,s)

124

CF,

CN

SO,

mp: 115-116°C ((Et),0-Hex)

NMR: 6 :1.50(3H,s),1.88-2.07(3H,m),2.22-
2.31(1H,m),3.36-3.46(1H,m),3.61-3.69(1H,m),
7.56-7.62(2H,m),7.66-7.71(1H,m),7.78-7.82
(2H,m),8.14(1H,d, J=8.4Hz), 8.23(1H,dd,
J=2.0,8.4Hz),8.29(1H,d,J=2.0Hz),10.04(1H,s)

125

CF,

CN

S0,

mp: 180-182°C (i-PrOH-CHCI,)

NMR: o :1.52(3H,s),1.89-2.07(3H,m),2.22-
2.31(1H,m),3.39-3.46(1H,m),3.61-3.68(1H,m),
7.39-7.45(2H,m),7.84-7.90(2H,m), 8.13(1H,d,
J=8.8Hz),8.22(1H,dd,J=2.0,8.8Hz),8.27(1H,d,
J=2.0Hz),10.03(1H,s)

126

CF,

CN

S0,

mp: 149-150°C (EtOH-(Et),0)

NMR: 6:1.49(3H,s),1.86-2.07(3H,m)},2.20-
2.30(1H,m),3.28-3.42(1H,m),3.56-3.68(1H,m),
3.84(3H,s),7.03-7.13(2H,m), 7.70-7.75(2H,m),
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R° DATA
8.13(1H,d,J=8.8Hz), 8.23(1H,dd,J=2.0,8.8Hz),
8.29(1H,d,J=2.0Hz),10.02(1H,s)

127 | CF; CN 0 mp: 182-184°C (CH,Cl,-(Et),0)
AN -Q‘(” NMR: 6 :1.53(3H,s),1.86-1.95(1H,m),1.97-
H 2.20(3H,m),3.59-3.67(1H,m),3.75-3.83
(1H,m), 7.23-7.28(2H,m),7.52-7.57(2H,m),
8.07(1H,d, J=8.4Hz),8.18(1H,dd,J=2.0,8.4Hz),
8.33(1H,d,J=2.0Hz),8.35(1H,br),9.97 (1H,s)
0 CH,CH, mp: 173-175C (1,2-diCI-Et)
AN NMR: & :1.00(3H,t,J=7.2Hz),1.46(3H,s), 1.76-
H 1.84(1H,m),1.86-2.02(2H,m),2.10-2.19
(1H,m), 2.95-3.10(2H,m),3.29-3.37(1H,m),
3.51-3.60 (1H,m), 6.24-6.30(1H,m),8.07(1H,d,
J=8.8Hz), 8.13(1H,dd,J=2.0,8.8Hz),8.31(1H.d,
J=2.0Hz), 10.15(1H,s)

<

Ex. R’ R?

128 | CF, CN

129 | CF, CN 0 Me mp: 167-168°C (AcOEt-Hex)
AN _< NMR: 6 :1.05(3H,t,J=6.4Hz),1.46(3H,s), 1.75-
H Me 1.83(1H,m),1.86-2.02(2H,m),2.10-2.20(1H,m),

3.31-3.38(1H,m),3.52-3.60 (1H,m),3.65-3.78
(1H,m),5.93( 1H, d, J=8.6Hz),8.07(1H,d,
J=8.6Hz),8.12(1H,dd,J=1.8,8.6Hz),8.30(1H,d,
J=1.8Hz),10.17(1H,s)

x13

Ex. Structure DATA
131 MS FAB(m/z):392[(M+H)"]

A 5
F,C N\W‘CN NMR: o : 3.60-3.75(1H, m), 4.20-4.30
S (2H, m), 4.35-4.60 (2H, m), 7.25-7.34(2H,
NC £ |m), 7.68-7.76(2H, m), 7.95-8.20(1H, m),

8.08-8.14(1H, m), 8.30(1H, br), 10.83(1H,
br)
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DY HEF T L > TR THDLENLDIEEE AV THER T DIENTE, Rl I e L
LG58 O TR,
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Com. Structure Com. Structure
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